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(57) Abstract: 



PURPOSE: Rebamiplde lysinate and rebamipide argininate and a pharmaceutical 
preparation containing the same as active substance are provided, which 
rebamipide lysinate and rebamipide argininate have improved solubility in solvent 
and reactivity, so that it can be useful for treatment of gastric ulcer, acute 
gastritis and chronic gastritis. CONSTITUTION: The rebamipide lysinate 
represented by formula (1) and rebamipide argininate represented by formula (2) 
are provided, wherein n Is an integer from 1 to 5, wherein the rebamipide lysinate 
of formula (1) and rebamipide argininate of formula (2) are prepared by reacting 
rebamipide with L-lysine and L-arginine in an equivalent ratio of 1:1 to 1:5. The 
pharmaceutical preparation contains the rebamipide lysinate of formula (1) and 
rebamipide argininate of formula (2) as active substance. 
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SIlH^oi 10-2004-0104020 

5.3 

E. 2fe L-ej^^ IR i^S.^. 

£ 3^ ^hH3|s. al^molSSl IR >i5fl|S^. 

Si 4fe HPLC isfllH^. 

5 5fe etluHsJc e|;^lMlo)B.£i hpLC si-^S^, 

3E. 6'& L-o}^7]^s\ IR -iJai 

E 7€: 2ll«I-nl5Il£. of 5.7) q m O] E IR :i5giE^, 

E 8^ <»>27iqmoles) HPLC i*?H^<>li^. 

7ltfl«l-7l <H^^ 7^-^t}3l^\ rebamipideofl L-e)^ L-<»l-^7l Vi-I: aV-g-Al^^ 3V7l ^«}-^ 1, 25. S.^]^^ ^ 

1 
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^§-21 -i-sflsfe ^1-21 <g^^ 0.^51 ^i^vf-s] -a^i-Hi^i ^-8->i^ -g-nfl'Ki'^i ej=^2i s-n^ ^ 

oi .go]i4 «)l|>ie||e. ^ 7V«1-^ 'S-^'^l'^. 

^Ells. ^«:^«1-3l;^ ^ ^-f et^iq -8-«fl£S- ^ol7l -%-v^s\ pHl- 2:^^ ^-ii^ol 
pH 2:^^ -8-«ll3£« fe<»l7l JLil-^?! U-'^^ ^H^. 



^'?}2l ^S;«fltl 5fl«]-nlsqs.2l -8-SilSl- ^'^'"•I7l7l oHii-tt^^l -g-^S-S- f^^^ 1 5i 

I 

I 
I 

"^^^ ¥^ ^ ^1-8- j 

I 

ti -Hyt ^] ^\^] 5^ d ^1 m ol ss]- =1 =. <»> =.7i vi m ol B» . 

Cl-B- *'32l ?J ola^SJ-^ >a^2l "^^-g-^SolHSl -§-«flJE ^tl. -8-#^l^ •§■21 -^^^Sl-^Cf. 

-a^H 1 : «««>nlJJls. Bl^imol I (^al = 1:1, : 50 IC) 
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B^loVnlBl:^ 3.708g* clTifl^S^oHc. 200 niL<*(l ^ 50r«Hl>«i jil«>*>^H 1- 15 mL^HI -g-Sflt!: L-el^l 1 

.462g-ir ^ 10-g: •S-'?}- ^ SO'Cofl^H 3 -§■"?> saVsV^cf. m}-!-©] ^"a-^^?] (rotary evaporate 

r)# ^l-8-SV<^ :?J-^ f-l- ^%SH iSllHHBlH. el^miolH 5.135g^ ^^Slcl-. 

(T^^-i- : 99.0 %) 

m (KBr, cm "i ) : 5|)«>ti]3l^oflA^ M^el-ii'a 1725^eiil 0=07] si >L>g 
-SaH 2 : SflwMs^S. Bl^^iflolH^ Jfla n(iih8-wl = 1:1. : 70 t!) 

7.420g^ t|nll^i-i-o>DlS. 400 mL<^ -g-tsflA]^ ^ 70t;'^>H j51^3l-'a>M # 15 mL<^l -g-Sfl^ L-el^ 2 
926g^ ^ 10€- -S-^ ^ 70'Cofl'H 2 -5-^ 5I.Sl:«f5a^. Sl:-S-«1 €S.€ ^ ^"g-f^*?! (rotary evaporate 

r)=. Al.^s:>o^ ^^SH ^yl-nlsqs. ej^^HlolH 10.238g-& ^Si^. 

(^s.^ : 99.0 %) 

IR (KBr, cm "i ) : ^l«>«l5qs.«H]Al x^^^fQ 1725^es1 C=07lSl di-g 
-QAlofl 3 : iiflaHsIs e);^iflo]Ea^ ^fl^ ni(^«l =1:2. ^ht-fe3£ : 70 t) 

ellwM^S. 3.712g-i- c1xill^i#6>nl£. 40O mL-^H -8-«1)'^l^ ^ 70TC«>fl^1 ia«}:*>^>H » 15 mLofl -g-^^ L-5l^ 2 
.925g^ ^ 10$ ■!■'?> ^ 70t;<>(lAi 2 ■§■"?}■ 5l«]:*>5gi4. ^-g-ol ^S.^ ^ ^1}-^^7l (rotary evaporato 

r)» -^H-al-^ ^'^ e^lHVolalE. eJ^qMl^m 7.628g# ^Si^^. 

(t^^* : 98.4 %) 

IR (KBr, cm "l ) : s^l^Vnla) = oflA] x^t^^^ 1725^^^ C=07]^ 

^X|o)| 4 : a|ii}.Tili*|s o>£7mi4|ols^ ^2(ia*«l = 1 : 2,«:**£ : 70 tJ) 

^lM}T3i3qs. i.855g^ c^pll^il-cVnlH. 200 mL<HI ^ 701C«fl^ * 15 mL<>n *«llt!r L-«»>S.7l 

\i 1 743g-i- ^ 10$ ■§•<?}• ^ 70X:<H1'^ 2 ■§•'?> ^-i-ol ^S.^ ^ ^«a^-f'^7l (rotary evapo 

rator)» %-^«V«=^ eJlaV^l^lS. o>a.7lulvflolH 4.013g* "^^X^. : 98.1 %) 

IR (KBr. cm "i ) : ejluHBlSollAl i^Efi^'a 1725^esl C^O^]^ 

^-g-^ ^^*]-7l Alta^ UV, IR. HPLC 7l7lSl iiisaim^ ^'Ml*! Hlia ^'i*!-^ t^-ir^ ^ 

V(UItraviolet) i^fl! * * "^l e)l «>°1 ^1 r^}^7\^] S. iNl hV^I si ;s vfl e j^j Hj-a] S ^V^^) M vfl 

olSSl 3.^ 227.7 ~ 229.7nm(7l$ : 228 ~ 232nm) sj- 325.8 ~ 327.2mn(7l$ : 327 ~ 331nm)<^l'M 

IR(Infrared) :i^s^o^ :a^7l(functional group) ^4. ¥\-S.^'^7] ^-fi-Sl Jji^ ^-f- 

i11(C=0)7> 1725cm "i ^IH h]^ «}:-g-Al?l efl«Val3|^ 2l^lv|lo]H ^ eflaM^^ ol-a7HmolS<fl>M 

^ 9}^^^7]^ ^^tfl(C=0)7V iii-a^il^cl.. 

-a^^AS oMi^^V^ IR i^H^^<Hl-H^ €-¥7l ^^s\ 3300 - 2600cm "i M-^l-i+fe N-H stre 
tch(broad)a)- ©l ^4l.a.c1- i-g- ^^^A-^ NH 3 + (asymmetric/symmetric) bend. 1600cm 1 ^l- 1400c 

m -1 ^e«>n'M 7j-s>7)) M-El-^^ COO - (asymmetric/symmetric) stretch bend 7> q-Bfi^fecfl ^a>n]3i)c el^)vfl 
<»lHon>Mfe oVnIic'tV'Hl 1^ ^ 1400cm "1 Jfe^l COO " bend 7> ^Sl-Tll ^tb^)^^^ ^v\v]3\:=, c,}.e.7]^^] 
'^■s\-7\] M-El-'d-S- -a: ^sl-'M e^luVal3l = Sl carboxyl?] •$1;*H ^ o}S.7]^o] HV-g-^Vg-g- 

)a>.g.^s| .g-«(|3£.^ ^^*>7l ^tb i cf-g- '8-^.2.3. HPLCCHigh performance liquid chromatography)!- ^]^^}'^ 
o_x^ n Si^4r $^(Column)-& Waters^Vsl y Bondapak CIS 125 A(4.6 x 150mm). ol^^Cmobil 

phase).^S. ^-Y^^ -§-oflfe S.oVAflsqB^.'Si'tV -^^^(70 : 30 : 1), -^#-8: LOmiymin.. ^f- ^"^^ 254nm'»l 
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A]^ zl-z^-sl -fi-xl A] ;?V(retention time)^ iNl«Ma?H.fi}- e^luH^lS. elJ^lvflolS ^ e^lH>t«l3ls.a)- eJlttV^l 

^1«M3?H. Ig ^ ^lal-nlB]E. el^lM)ols lOmg* ^^<=^ ICQ mL^^ l-e^^>i5lofl ^3L #S. K^-t *fl* ^ i-i- 
3^^#7lS. 20^ ^ sl-Sl-ji <H 7>;^lal ^^S. -^^^ofl n1-e1- ^^^cf. (^^^^ : 229nm n 
14* 3E l-^ M-EfvflXtT:!-.- 









<as i^wV^lJ^H) 




0,6650 










214 


298 




15510 


233 


325 




1.6921 


254 


354. 



2 : ^ms. Al^ (HPLC ^^B^ - Sl^^ols 

iHlMl-olalS. 200mg ^ 3ll«>«l3l= a^^ltflolS lOmg-i- ^fi^^ 100 mL^^ ^el-^a'fl ^ii i-a-i- ^ 

20^?}- <=^^* 7^1:2. HPLC ^-^^ n^sl- ^^iHS.i'VSa.ell a^oJl 



[S. 2] 









(as 




76652 








1494904 


376 


524 




1823126 


446 


622 


?^l»^fl«]i^- in 


i3070228 


506 


705 



^la)-nl5il^ 0.5g ^ ^IwfT^l^l^ o>s7iqi.flolE o,5g* #1^H 100 mL"§-^ ^ef^H^Hl ^:5l 1-^ ^l-g- ^ 

^1 4^ -^l)^^ ^7>;^1 ^* ^^^^1 (^^^^ 229nm ^e) ^ ^4* S. 

3^] ^Bl-xflac)-. 



- 5 - 



SJH^oi 10-2004-0104020 



[S.3] 









( till ) 

(as 




03574 










243 


357 



i|ul-pl3i|= $ ^aM5i|= oVa7mmolH ^ lOOmg^ ^«V<^ 100 mL-g-^ ^e^-^iH^fl ^SL ^S. K-^^ sfl^ 
^ a^* ^<1|-f jl ^7l HPLC ^-4^^ 4=1- ^^3S«>S::iel)«^«fl n^^el- ^l^*|-5a-2. 



IS. 41 









(as i!»wfn|s4H) 




49731 








10236?? 


TOT 


304 



'frS. : 37t; ± It :^^T=^ : 100 rpm 

2:>fl : 10.7mg-i- 200inL -g-^ l^el-^taofl ^ c1'HI^5.^«>olS. 10 mL» igol -8-«(l 

SS. a-a* ol ^ 10 mL€- 20 mL-g-^ #e|-ii:3ofl ^ #3. S-d-i- ^ 

oj] n^a} ^^t!:^-. (S^^^ ■ 0.4150) 

i^uValsJcsl ^;*J-^ : 370.8 

^ttHBls.el;^lMlolEs] ^xV^ : 516.9 
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IS. 5] 







Aflfl^ tag, as 
rebamimde) 






''•I • r 1 ^ " — 


01134 


128.7 


3.U 




i!^|tt|.ri|2)c,Ej:xlv1]o) 
SI I ^^^^ 


1.0853 


^2 


66 J. 


12.9 

—{ 


^M>^|5qH.^^ 3t|t||o] 


1.0868 


97.1 


64.9 


I 
t 

12.7 




iJi521 


91.8 


85.4 


16.7 




J.6339 


113.4 


B3.6 


16.4 



■& ^'S^Vfe ^«>n)sil = (Rebainipide)S.-¥-El Bl^(L-Lysine)4^ ^-§-ai* z^-^^- 1 : K^-i-'&E. : 50r), 1 

: : 70*0, 1 : 2(«l-i-^£. : 70"C)S ^-g-^l^^ ej(al-olsi|H. el ;^ »4| ol HCRebamipide lysinate)S, ^1 

«>Til3ls.(Rebamipide)S.^El 6>3 7l\a(L-Arginine)4sl ^-g-«l€- 1 : 2(?}:-S-^£. : 701C)S. it-^r-^]^ 
o>a7lMMlolH(Rebamipide argininate)!- o.i^ ^ z^-zj 99%. 99%, 98.4 % ^ 98.1%^]^^. *«fl 

^ ^^l-i-^. ei^;*il«^^^s. W-^ *1-§-5l^ -¥-^^M ^^2^ Ih'a* ol*«V<^ 

^v}v]s!\s. s]7.]\A]o]^ 139 mg 
(^l«|.n]3|csAi 100 mg) 

iilla>Plj£|£.ol.H.7lu|MlolH 147 mg 
(2ilMfnljils.S.Ai 100 mg)] 

10 mg 

7>3 4A)o||^-t*S.i^^'# 35 mg 
18 mg 

12 mg 

iii^«V^-{+°V^»4)# 3 mg 
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2910 5 mg 

€e}o|l^^#e|^ 6000 1 mg 
1 mg 
1.5 mg 

SLii^^l^-tV^i^^lS 0,5 mg 

;42:<4| 2 : ^^^^ 
^lwl-ul5i|:Hel>^HlolE 139 mg 

(ell Hl-n] 5t| ^s.^ 100 mg) 

[3E.^ ^ltt]-nl5i):^o}e.7lv|uflolE 147 mg 

(e)l i3>pl si S^S.^^ 100 mg) ] 
20 mg 

j 

19 mg 
1 mg 

511 «>^1 31 5l vfl o] E 0. 1 3 9 g 

(eJli3VPl3l:^^Al 100 mg) 1 
[5E^ i^^iV^l3l:E.aVs7li-|i^lol E 0,147 g 

(^l«VTil5t|:E.S.>^ 100 mg)] 
^$#e|#<J:M-H# 0.7 g 

*l:E.^AlH^^p]l:a^l-^^>i 2910 1.6 g j 
0.15 g 

I 

i 

D-oVu|* 25 g I 

I 

^"a-tv 0.15 g 

I 

? ^^^S-f- 0.25 g 

. -8- 
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^v}v]si\^^7]^]o]^ 139 mg 
(e^lHl-nl3i|s.s.Al 100 mg) 

^ B>D) 31 vl 1^1 o] S 147 mg 

(^lB>ol5il = S.Al 100 mg)] 
D-d^eHll- 25 mg 

3 mg 

(57) 

^nF* 1. 

s^^^ 1 

• n H2N(CHa)4CHCOOH 

I 

2 

NH 
II 

. n H2NCNH(CH2)3CHCOOH 

I 

NH2 

2. 
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1 




4000 2000 5 
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4000 2000 - 
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.^4 



Rebamioide 



0.QE4O0' 



2.00 4.00 aOO SOO laOO 12j60 14.00 (min) 



File name : REBA050€005.CH1 



Rebamioide 



1.1 



S.0E-»O4 



6.0£<KM 



4.0&H)4 



2ilE^04 



in 



OJIEMW 




2JI0 4.00 MO aOO lOlOO 1256 14.00 [mini 



File name : REBA0506006.CH1 
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Wavexit;iZEi'bers (cxxi'^l) 
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\ 

Bgt«imipi<jy-Arginate 




ZOO 4.00 



10.00 



12115 I4l0 16.00 ImtaJ 



File name : REBAARG002.CH1 
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